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- Z ti s Ac £ * (iV y K U /l>gft K <D^\t a § ] 
© 2 -7 */)V7 5 7-5 -f-7 7-/1/^3; fclifcat U 



-R.» lis S^nTrtz+Jl/g; 7i.=.;HI$fctt'vfa 
-R.ti, WWi7)l*)U ; x^x;U$fcli75 KO«fc3 
4oT7x:i;U±T*g$£nT^Tki;^7x/^>7 



(51)Inta. s HtglJS2^ 
C 0 7 D 277/38 

A6 1K 31/425 AC J 
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C 0 7 D 417/12 



(57) imi 

tfcn*««risBBasii*»«'r*«»oT»**. 

Hti] 




(I) 



(2) 



#$,¥5-1 5 5871 



* [ffci] 



" - Y N t z 



XT 

•rv 



(i) 



- R i (i, 7j<^?; (C . - C . )7rt/*/l/Hfe L < fi( C i 

—NRt Rs {(^4>, Z,(±, (C 2 -C«)7/l/*Uy£g 
U R«fc<fctfRsti, ?4£LTHfeL<(J(C,-C,)7 

e^u$;/,tr^i;-;i/feL<t±(c 1 -C3)-4-7 
S;^-z 2 -coor 6 {S4>, z 2 «, (c,-c 4 )7;i/ 

*Uy£^U R.tt, H£fctt(Ci-C.)7/l/*rt/£ 

^>7;i/*uy;(c 2 -c 5 )>'7/7;u+uyS;^-z 

3-C0NR ; R« {5$rfi, z,f±, (C, -C«)7/l/*U7 
RrfeitfR.tt* ffiiLTH&LOiCC.-C 

NR. Rs£JM-f3} <D*;l/A^;U7;l/+Uyg;(C 
8 -Ci)t Fn*">7yl/*U>a*fctt(c,-C.o )7;I/ 
p+^7;l/^uyS^L;-Riv fi, l fgfe U< 
ft#±<D(C. - C, )7/l/*/l/ST*#g&fc L < ttg&S 

nfc ( c 3 - c , ) ~> * a7>i±m;mmm. ®mm 

(C, -C«)7/l/*/k Mmc(C>-C3)7/l/P+'>fc<t 
a'^^-7/1/3+^S, - h ofccttf h U 7;U*p ;*7/l/ 



*7U;k tf'7>*/k fcT5^-;k *^7'J/143<fctf7 
10 7VU;U {cft&ttflrSfccfcDCCi-Cj^/Mvl/gfc 
L < fiMp y t L < a (C , - C 3 ) 7/1/3* j/fc j; 



[ft 2] 




(CH,), 



20 



30 



(S4>, uttl-3T*S0, flr2fc«fc*>» P-t>L<fi 
g&oT, Aay>Sf, (Ci-C»)7;l/*/l/fe«fctf7 
- hPMtfK h U 7/M-p/-7/Hfre>l 
IR^nS lfflfeL<tt^n«±(np>OH»S (X P ) * 
WLTfe«fc<» npt±0-3Tfe-S> 777'J/U 
«©4ffiT?7x-H^*fiLTl6£L:-Ri(i, - 
(CHOn-X if±0-5T?&«5> 

Xfi, 

C7)S/^P7/l/*;k /NP^y^ (C.-C 3 )7/l/* 
;l/tL<ti7;l/P*ySS/c(i^hP, 757, zk&S 
t L< tt h D 7;l/tP^^I/SA^3!fl?snsSo 1 IB 

•-cooh;-coox, ; -o-cox. ; - sco 
x. ;(0),-s-x, q = o, i£fc{J2) ; 

[ft 3] 



fc>tt7U/k 7x-;k tTpiJyk fcf^yU/k 

-O-COOXx; H-CO-X^st* x 3 = BXIi(C r C 3 ) alkyl); 

-NH-C-0-X i; -0-C-NH-X i; -NH-C-NHX, fatp W = OXI*S; 

IS I 



-HH-C-(CH 2 ) 

s 

o 



,-cooh( &,tp 



3 = 



w 

2,3,4) 



(^ff, Xitt(c.-Cf)7/U*;i/**-r) ;/NPyy|^ 
(C.-Ci)7;l/*;l/tL<tt7;l/3*->S*rctt^ 
hP, 75 A *»SfeL<tthU7^*D^f-;l/S^ 

Tt«fc^7x-;l/;7^y7;l/S*^S^?tl§S : 



• - coNXix l ;-NXiXift»6Sjfns* (a*, 

X.tiTkH, (C,-C3)7;l/*;k *fctt#Hfft©* & 
L< tt/>py7Jg^ % (C. -C3)7/l/*/l/fc L< H7/1/ 
3*S'££fctt^hD, 75 A *RSt»C<ttMJ7 



(3) 
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^LX^^mW.=Ft t £>{c, fcfo 'J 7>$fc(£ tf^U 
Vy (**vStL<tt*»S (&gti#B& *fctt 
/S'iHc.fctK tL<tt-COOX> &L<«-CON 



-OH, -0-CO-R 2/ -NHCOR 2 , 



*R»tt, (c.-c»)7/i/3*s/;*iftS:lfilift© % $fc 

a** vat, t < tt7mmz*wmzti% 5 at l< a 6 

MO««75^;-C00Alka(S4>, Alk(i(C.-C 

5 ) 7fr*n>*m) t «t d t l < t* n - g»s n 

fcf^^^-^S; *;I/jJ?*S/;I/»S, - N Xz X< S 
{X« = H$fcttX4=-(CHi)t-Xs (i*;<k ttt2, 
3Sfett4"P*»), X 5 (i, 
[ft 4] 



-NH-C-NHR,, 

II 
0 



GS*. Ritt(Ci-C07/P*;b*^-r)*S-r} :$fc 
li-NR 2 R 3 S {5^ RzSfctiRjti&iLTH, 
(C.-C,)7/l/*;k #Bft©, ifctt/Npyyj^?fe 
L < li ( C > - C 3 ) 7/1/+/US fe L < tt ( C , - C 3 ) 7;bn 

*^s*^aiR*n5 1 fit. l< ti^nw±<oBSSST» 

B»SftT^37x^/l/*£-f, 3&»*fe(4Ri43<fctfRi 

Nfr6aR*n«lflSfctt*nW±©'N-raS : F*d 20 

£3^7ajgi?£,t#U ^o/ND^ygf, (C.-C 
3 )7;l/+;l/*jJ:0 : 7;U3^i/S, $ fe ti^ ^7;!/ 

WWc»£U 'vrDg^Nti. ?f#ttt»***\ $fc CS*«4] 
tt(Ci-C4>7;l/*;k *;l/#4=-S/7/l/+U> -Z, [ft 5] 

-COOR,o {jSJtfi, Zi»4(Ci-C4)7/l/*Uy** 
U R, 0 tiH, ^>5?^Sfe(i(Ci -C*)7A>Wl*3b 
3} Tf*HftfeL<tt«ftv*n5-NHO«»fc:4SC 30 

fc**7**:*/iv/^^7;i/*u> -Zs-conr 
.. R. 2 {<i<:T*z 5 «;(c.-c«)7/i/*ivy£^u R 
u j3<fctfR H ti&uLTH, (C. -C«)7/l/*/l/£#f 

;7is)l C0R.3 (S 
*k R.3 *±(C.-C«)7/b*;l/$fcfi7x^l/£^ 
1"} ;7;1/3+^;1/#-;1/-COORh (S«f, Ru 
(J t -7f-;l/*fctt^>^/UT*il5S)*^-r]©2 -75/ 
yI/7 5/77 7-/k * fcttfcUSfc L < tttrtt&lsjtf 
£*£©3U)<D{t;£fe©{#n& 0 40 
[H^2] »5R«iBttoa(i)K1>, zit^y 
77x-/k ^y/77-;k ^>7*"»t7U;k ^> 
X-f5£y«J/k ^y x /7-7yj;k *7U;k t*y* 
/■J/k *7**U-;k ^7U-;U*JJ:t;[2,3,C] 
-7x7t,L<tt[3,2-C]tru^k fVf VK'j 
relief y K 'J u c n e {±mgtc «t 0 B&<* 
tiT t «fc < , 7 K U /l/»iffigfc J: 0 g^±T'( C , - 
C 4 )7;l/+;k A;U^*^7;l/*yl/ -z«-COOR 
io {i£<K Z < (i(Ci-C,)7;l/*U>^U R l0 ti 
H\ <yiyj^rclt(C, -C«)7/l/*;l/T*£3} 50 



/W;l/7;l/+;b-Z 5 CONRu R, 2 Zdt 
(Ci-C4)7;l/*l/y*^U Ru fcJctfR* fiifcftL 
TH, (C.-C.)7yl/*/U*S1-*\ SfcttNfctjU* 
'J 7 fe L < (i tM'J 5>/<o <fc 9 4fSft'\TDW&jejfif 
^> ;7^I/-C0R,3 {^4», R,3 (C,-C.)7;b 
*;l/*fett7x^;U^1-);7;l/3*S/*;l/^;l/-c 
OO R„ Ru ttt-7f-n/*feH70S?^-e* 



[^««3] «*SllBig(OS(I)K^ R.fi, 
H, (C,-C < )7;l/+yl/$fc{i-Z,-NR4R 5 {iC 
Z., R«fe«ttfRsttil*^l fcHUfi«c7*S} 

R iv tt7x^/b*$"r]Offc^i| 0 




IVa 



K^, R, tt, R.tl^CSi^S (S*. ^at575 
7St4N-fiaiv*nTl/>5) ^SL, R» :fcJ:0*R, a 
tiRi. feJctfR»iWCB«IS(a*, 7k»SSfctt75 

y»tto-fe<fctfN-fi5a«*nTt^)^i-]<oBft2 

-757-5-777-;^ ^Z°-COOHK^ 
Z°ttZ m ^B^SC^tf, NHiSfcttNHgtiNg 

»v*nT^s)%«-r]©»©s»sftBi»ft^«yiL, o 

-R,\ R,», Sfc(±R fc A^NfSUfcttOfiJii 

%hftrcit%m*mW l z&K>7*yMt*rc\t7)\/*Mk 
tilLT. l^SRi, R,v fe<ttfR»^ (I) <Dj£8fc 

7 ->;l/7 5/5 -77 7-;l/<Dg!jgm 

5 ] ii^^ i - 4 cD^-rn*> i mmm<Dj& 
( i ) k*. z a m±.-&mm a mmc «t o 7 x 

-;U±T'B»?tiTt,«tiV7F-;l'«[^r] oft^ 



5 

mmx^x. a en caw, zftwyK- 

[fce] 



COOH 



I 

Q 




(4) ^88^5-1 5 5 8 7 1 

6 

* Qtt£»g£SU Xitt#«ADyx (c. 

-C 3 )7;l/*;k (C.-C 3 )7;l/3+^ NOiSfctt 

[ft 7] 



(XI 'J 



Dfrk Rn ttlWWl fcHU*ft"e*0, xti(C- 
Cs)7^/3*^ #»ft*fctt4-fc KP*S/;I/*fctt 
4-7;l/n+>/^;l/^-;l/^7> ? y 7/I/3+ 

Mic . -c 3 mm-v&z) k: <t o w&znrc tr^ u 

X l X 2 -N-(CH 2 ) m+ l 



R 



IV 



«2T*&9> Xi X 2 -Nl±7^;iv-r^ FSfcttNHzg 



8 ] ffi$$ l - 3 Oflftfr l ^EKO^ft < t 



[000 1] 

mnrc2-7i/)i'7z.;-5-?-7V->imn&, % 

[000 2] 

[6££c«] nu5/xh+ny(ccK)tt, ^y- e 

^r*^<O^<0^T*%il-rS, 8-3 9 #07 5 /i? 
fc^frf 3 # U ^77- K ^ybt y^S 5 . c ft viHW, 

1W, y47 • ItYxyXv'XX Life Sciences)3 0 
g4 7 9-4 9 3H(l 9 8 2^),C^$tlTfcD, Cft 
*##fcT*£S. 2fi0g&3CCK£&f*8ff, ftH 
^T^ai s </ ^ ; A SOS^fft it 1 0 

B S<D§SW±±(c tffittS^K H^tti 2 n S o 
[0 0 0 3 ] #X h U Mi, 0 tottS©8tt#»Kft 
ffl-rs#U^^FT**5;<:ne»fi!)5C*iS75/i« 
a* ccK(Dfe<ot^-T*fe-So tfxr-yyfeitf/s 



[Il*«7] 

Cffcs] 



■N 



(IX) 



30 



40 



?pp^yW;l/-L-hy7h77X ffctts 

tc«ifi-eticcK ASSfrol^swiSttaii, m«3 

S(-)-N-2-[l-^f-;l/-2-^*V-5-7x 

-;b-2,3-i>*n Kn- l H-i , 4 -^yvW-tftf 
y- 3 - 2 -<( y F-;UA/l/#*S/7 5 F 
— f 71/ • *7 • ^x-T 5/^-/1/ • h U-( J ourna 
1 of Medicinal Chemistry) 3 1 #2 2 3 5 — 2 2 
4 6H(1 9 8 8£)]-e&3ft\ SfcttCCK Bgg 
flaDtfgWflffiffl, 09*fcT3 R(+)-N-[l 
-2-^^V-5-7x-;l/-2,3-> ? t FP- 1 H 
- 1 ,4-^y!/^7iflfy-3-'f/W-N*-[3-^ 
^;l/7x^/l/]7U7[3-Pe7y • 4-7 
• 77— "7 P Pi/— (European Journal of Phara 
macology) 1 6 2g2 8 7 3-2 8 OKU 9 8 9*f)]T? 

bz^yWr^ymmfftr-icWfeZtiT^Zo 

979~)l CCKj£|«S"JttEP-A^0 4 3 2'0 4 0 

[000 4] ZZlc, ^: 
[fb9] 



NHCO 



(A) 



50 



(3$, A. ti 2 , 4 -S?^ h+^7x^;l/; 2 , 3 , 4 - h 
i/t FP- 7 h+S/- 2 , 2 , 8 - h U *f-fr*y*J 



i. 



(5) 
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7 

Mrry- 1-2H-6 — f/l/& L< li 3 , 4 -i/fc: Ko 

Y;i/- 2 h— 6 -j/izmxDi-rv-frw&fciM 

y=T47y • *M-tA/° *7- 757. Indian 
Journal of Chenistry)-fe^> / 3 2 7(B) 7^ = 

H0 2 C-H 2 C 



8 



* 6 2 9-6 3 21(1 9 8 8f£KC$8$£ftT^£<fc9 

ic mmrdmnm®&ttmz> 0 

[0 0 0 5] ^Offi©^: 

[fbi o] 




NHC( 



• TV^^ Chemical and Pharmaceutical Bulle 
tin)25#9*|2 2 9 2-2 2 9 91(1 9 7 7^Hc$S 

[{b l l ] 



(B) 

* ©77 ^-;l/B^ti, M?»*5<i: tf tf#aa$F 

Arch. Immunol. Ther. Exp. 2 6 # 1 — 6#9 
21-9291(1978 ffOKlfS^ tlT^So 

3: 

[fbl 2] 



H0 2 CH 




SyNHCO-^g) 
C0 2 H 



20 



(Q 




Sv/NHCO 

T 



N 



777.h7^7 (Chen. Abst. ) 1 1 2#1 3*§1 1 

5 589 xicmmznz&oic &mmts&mm&i 

[0006] 

imvffiffl *%Wlc&Z>lt£Mli, 3.(1): 
[fbl 3] 




Y & 



<ti(C,-C,)7;l/+;l/^t"'57x^;l/7;^by 
l;^-Z.-NR 4 Rs {(^, Z. f±. (C:-C«)7;l/ 
+ by*^U R« *><};?>* Rsli. ffiuLTHtL<fi 



(D) 

( C . - C 4 ) 7>l*Jl*mi)\ $ fcfilS it LTi^S tfSl 

>77^;k IMU^A e^7^-;I/t,L<li(C>-C 
3)-4-7;l/+;ue^^*-;l/^ffM-r§} ©75/7 
;l/+Uyg;^-Z 2 -COOR 6 Zzli, (C- 

Ci)7;l/*U>*^U R«(i> H*fctt(Ci-Ci)7 

S;^-Z 3 -CONR 7 R« {iS<k Zifct (C.-Ci) 
7;^U^IU R;*5j:ciRiti, ?4uLTHfeb< 
{±(C, -Ci)7;I/*;l/*St*\ *fcttNfc#lc\rn 

U>S;(C 2 -C 6 )t Fa+^7;l/*L/yS$fc{i(C, 
-Co )7)ln*i/7)l*-uym*%L; 
[0007] -Rif fi. 

C4)7;l/*;US-e#Bftt. L< ttH»*tifc(Ci -Ci) 
50 i/*o7;l/*/l/g;^#j&S, WfcfcfftBfcfeUttM 



(6) 
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ufy, t<ot>immL<ii7vm, (c.-c.mi/ 

*/k £tffc(C. -C 3 )7;l/n^i/fcj;t>*^7;bn+ 
~>g, - hofcj;tf h <J 7;l/*a*?-/1/fr6aiRSftS 
imL<JiWX±©S$S£WT37x:^k Sfc 

x-;k tfP'J;k t^/U/k -Y^/U/k 

;k tf^-zk **tf7y/l/fc<fctf^77'J/l/ (eft 

S : ftL<tt(Ci-Ci)7yl/3*'>t<fc*)lift«nTt 

T, S: 
[ffci 4] 



0-(CH 2 ) u - 




10 



10 



(X J„ n 
v p n p 



g&oT, />pyyg^ (Ci-Ci)7>l/*;M3J:tf7 
;l/n*i/|S, - hoMtffc h U 7;l/^P^f-;l/S^6S 

iRsnsiffltu<tt*n«±(np)©fi^ (x») * 

#LTtcfc<> nptt0-3t?fc5} f"77U^ 
fc<0 4 fit? 7 x ^/l/gN&fcfl- LT*S£L; 
[0 0 0 8] -Riti, -(CHOi-X attO- 
5 Xtt, 

c ? )^^P7;i/+;k ^nyySf, (d-c»)7;i/4=- 

fe L < » h U 7/1>*d * ^;Hfc&»6»RSn*a0 1 ll 

• -cooh ; -coox, ;-o-cox> ;-sco 
x. ;(o),-s-x> q = o, isfe«2) ; 

[ffcl 5] 



-O-COOX,; N-CO-X^* x 3 = HxB^-C,) alkyl); 
X 3 

-NB-C-0-X 1? -O-C-NH-X,; -NH-C-NHX, ( W - OXtfs); 

II I I 

0 0 W 

-NH-C-(CH 2 ) 8 -COOH(5£4> s = 2,3,4) 
O 



x,(i(c.-C 5 )7yl/+;U^S-r) ;Moyy|g 
(C.-C,)7;l/*;l/t,L<tt7;l/n*^SSfctt- 
hP, 757, *»«feL<tth'J7;l/*P^f-/l/**> 
£3t*R?ft§ IE L < tt*tlW±©»K J: D S&Sft 
Tt»<fc^7x^;b;7^vy^;l/Sft>e,l^?nSS : 
• -conx,x 2 ;-nx, Xirt^gfcfftSg 
XittTkJR, (C.-C s )7/l/*;k Sfett*Wfto, fe 
L < (i/NP^y^ (c. -c, )7;u*;i/t L < (i7;l/ 
3*S/«*fcH:-ho, 75/, *BSfcL<ttHJ7 

TSft?nfc7x^;l/*SU Xitt^RR?, (C- 
C 3 )7)l*il*mt1)\ *fc(i8i]K:Xife<fctfXiH\ |g 

-OH, -0-CO-R 2 , . 



75'/WCj:D, t,L<tt-COOX,t,L<li-CON 
30 X, XiSKiOWftSnTl^) £«fcD#Wft$fdiB 

*at;fr*fctt9Jt, Rvfct (C,-C s )7/1/P 

T'B»?nS5RfeL<tt6a©«ltt75>;-C00 
A lkg(iWs A l Wi ( C i - C s ) 7fl/*A/Z&?) £ «fc D 
#B» t b < ti N -WmttTc fcW V->I&;1UV$ 
**>;I/8S, -NXzX<M {X4=HSfcttX«=-(C 
Hi)t-X, Gfrk tti 2. 3Sfcl44T**D, X 5 (±, 
Utl 6] 

•X40 

•NHC0R 2 , -NH-C-NHR 2/ 



Riti(Ci-c.)7;i/+;i/*^-r)*s-r} ;$7c 

ti— N R2 R 3 j£ RiSfcttRiiiilsAbTH, 
(C.-C«)7;l/*yk %m^u7yj%?t> 
L< tt(C. -C 3 )7;U+;bSt L< tt(C. -C,)7;l/3 

^?tlTl^7xr.;l/^-r v *>$fc(4Rife«J:tfRj 



t^xP^^WL, ^onnyylf, (C.-C 

j ) 7;U*;i/*3 <fc tf 7;i/ a * * tt^ > 
> x -hp v 75/fe<fct>*h'J7;l/^p/^;l/S^P,l 
50 R^tiS HH*fctt^nULhOST?Bift**iTfeJ:i^ 



(7) 



11 

*8£8£U ^fngfNtt, 3f»ttT**^ Sfc 
tt(C.-C4)7/l/*;k *^sK*3/7n/*U>' -Zi 

-coor,o Z4tt(Ci-Ci)7;i/*i/y«« 
U R.o tiH, ^yv ? ;l/*/ctt(c.-c«)7;i/*;i/T*fe 
-elMBfttKttWlStlft-NHOJgatftSi: 
£#T't5;£/WWrt/7;k£Uy -Zs-CONR 

„ r,2 {tc-eziMrtc.-cOT/Mri/yfcau R 
„ *5«fctfR.2 littfil/m (Ci-Ci)7;i/*;i/*^-T 

<tt^ys?y*»jsts» ;7^ cor„ k 

»K R.3 tt(C.-C4)7/l/*/l/*/c(i7x^l/^ 
t} ;7^3*->£/u*-;1/-C00Rh Rh 

©ffi©«fe Sfc*Bl!l3©«lST'fc5o 
[000 9] 7rt/*;k 7;l/+Uy, 7/l/3*J/fc < tCf 

/k ^yX^5 2VU;k ^yv>77U;k 

/K -ry^yKU^k -fvK'j-^ Yv^yFiix 

;k */D/k ^y*7U;k */*^'Jxyk 

•J - ;k 5/ 7 'J J: D* [ 2 . 3 - C ] -fx/ $ fcli 

[3,2-C]-tTU^;U^-r. Z/»^: 

[fci 7] 




10 



20 



30 



(xi)»> t±m^©^§&©gM^-r} ©-y> 

KU;Ht**-r«^, Ri ti. H;(C.-C,)7;l/*;l/ 
* ': 3rSK <t 0 xXr;Ht L T <fc l Z , - C 0 0 R .<, 
Z«li(C,-C.)7;l/*Uy£^U R.o (iH, 
^y^;i/*fc{4(Ci-Ci)7/b+;i/*^)©*;i/#* 

i/7/l/+L/yS;S-Z 5 -CONR.. R n (^tf, Rm 
*5<fcC5R.2 . $uLTH&L<li(C,-C 6 )7/M i ;k& 40 
A\ * fcfi N t Wl* U / 1 L < tt tr^ U vVfr 



J 

^¥5- 1 5 5 8 7 1 
12 

7;l/+UyT'feS)<D*;l/^t-r;l/7;U+kya;^C0 
Rn G©k R.3 tt(C.-C4)7/P*/P*fctt7x-/l/ 

**t>f)o7^;uS;^c oor.4 (Sf . Rm t - 
yf-;l/*fett^y^;l/*S1-)07;l/3*^*;l/si5-;l/ 

[oo l o] S( I )©fc£*!fc R.ffzkasfcgrfcS 

tfJffS U\ R.v g©*T*tt7xX/l/g)Wff£ U\> 

[oo 1 1] &(i)(D{t£®<Dwmt>£rc*m<Dtim 

[ffci 8] 



HR 



1 



(II) 



K*. r.> feR.v fe<fctfRvtt(i)r*«^n5^ 

•pftS]©757f-7V-n/*, ^Z'COOH (S^k 
Z' ti Z ft^fdi Z OgggSft^S^tlT^SaSMfcZ 
*£U R.v R», R.v ISXXfZlZMDkmVMMX' 

&%)<DMt, zmmr cooH©gm w*tfK 

/nvW K, L < «£»&*»© J: a 

SftSISSTMifctiSfc©* i:75yg©7^/HI:©® 

[0 0 12] fc^(lI)ttfiW*ftTl,vtfc*Wi:© 

i§£, R.°ttR.i:Pi;S^S(^ #«E-rs7^/s 
tiN-&M£ft3)£SU R.v, fc£tt*Rv a f±R.» fcj; 
tfR.fcEDBftSCai^ 7k^S$fc{i7^/S(iO- 

fcj:rfN-«a?tis)^-r 0 st. 
D©7 5 77-/i/giift$ < astir 

[0 0 13] tr«ft757f-77-4«H:, t»)t>ltB 
ull. Soc. Chim. (c)#2 4 9 8 - 2 5 0 3M( 1 9 6 
3 tlttm 1 Ot¥CTKJi"et5o - 

SJ&S 1 
Kb 19] 



s = c 



13 

NHR 



1 



(8) 



R V\/Br 



A 



R 



IV 




V 



14 



NHR 



1 



-N 
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ni 



IV 



ii 



Ru R.v feJ;tfRittS(ll)i:^i;g«T$So M*<D 10*jiPl,TS!iBT't5« 



fb^J(I I).CS«fi R , (i7 5 7 7;l/*/l/g£^f )<Dg!jg 
(i, EP-AgS0 2 8 3 3 9 0*fia2«S*rtV3. 

Coo l 4] 7;l/7 7-/ND^yfkyhy^ c fct;^ 

mmmit. ±tmcn£2tix^5mm(Dfimz&m& 

xzZ'M-oX. 7;i/7 7-H3gfkyhyS(i v)tt, 



COO 1 5] 7;l/77-fiJgfk^S]i^hy«tt, 7U 

{m&mtxm&xzzo R.^xxr/i/gcc hoi 
-coox.*£i-«s, w*sr*wT<oa(v)(st«» 

R.» » X.fe«ttfn(i(I)-pjiS-r5i:*DT**5)0^ 
7 7-;I/S^{igE591T*S 5 *\ $ fett8Ett©*ffitqi 

20 frfotf. 2 
Cft2 0) 



R rv -CO-(CH 2 ) m+r COOX 1 — R IV -CO-CH-(CH 2 ) m -COOX, 



Br 



H 2 N 



\ 
/ 



C = S 



X!OC-(CH 2 ) S NHCOZ + 

° t X-T - 



7 v/;Ht 



X l°C-(CH 2 ) m 

o 



R 



IV 



Hi""' 



(la) 



HO-(CH 2 ) 




Y 

-N 



(V) 



MV 



(VI) 



COO l 6] g»SR»©flSK(Si;T^ «TO^ii^/£ 

a)R»tf-(CH*)i-OH»*gT*§£. W*5"TS«T 40 
©S(V DCS*, ti>t(\)X-m.t%tto*)X*h%)<0 
2-757^77-;H^{i±SiXr;l/ji(V)*>e 
**{fc7;l/*'J&iL W*tf**ft'J^«>A7;U^-^ <D7577;l/3-,l,£ff N (V I )£ZC00HT*7-> 

A-eaSft^ Wfctfrh^/vr Vuy^y^mtt MtLx^i lb): 

SiltfCfcOSiiT-f, Cffc2 2] 

C<fc2l] H0 "(CH 2 )_ c^^NHCOZ 



XT' 



(lb) 



50 (^fp. id, R„ &&ZfZlt(l)X°%l%.t5ttot)X$ > 



(9) 
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15 



16 



COO 1 7] b)R,tfXXT^g-(CH 2 )in-OCO- 
X l$ftttftlXf/l/I-(C H* )■- C 0 X I t < ti 
(O)q-S-XI(iW, Xm&VqiiiDX'MfeZft 



Nal 



*&{*(VIIX (Vllc)*rc«(VlId)(^ R.vS, q, m, 

rass 3 

[ft2 3] 



R IV -c-(CH 2 , m+r ci 
o 



CH3COCH3 



R IV -C-(CH 2 ]-I 



X,SH 



•' R IvC-(CH 2 ) n+l -SX I — , 

o 



o © Q © 

XjCOW K X«X,COW Cs 



R, v -CO-CH.(CH 2 ) m -W-CO-X, R IV -C.{CH 2 ) m + ,-W-CO-X , 




Br 



O 
4 



H,N 



/ 



c = s 



H 2 N 



X,-C-W-(CH, 
1 II - 
O 



S / NH 2 



(VHc)Xte(VIId) 



J* n -* 



II 



NH 2 -C-NH 2 Br 2 

" R IV-Jj-9 H -{ CH 2)m SX, * 

O 



(vn) 

7-wHb 



Br 



(Iel^tt^O 

7-b^;UO*ftN«SLfc7;U3-;l/3S (VI) t}§ Ut2 4] 



X r C-0-(CH 2 ) m 

o 



(10) 




NH. 
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18 



(Vllc)^i* w=o 



XI* 



R IV 



NHCOZ 



(Ic) 



(5$k X,, R.» SfettZttJJBCD-PJB^-rSi: *JS*S*»fl:fc£*(Ib)*^ £X, -N = C = 0<D-f 



45 »> •eft5)oxxr;WS*^s c tftx*z%; 

[00 18] c)Ri*«*/W^— h-(CHi)i-0-C 

onhx.(5$k BfeJ:tfx.tt(i)"e^-rskfe»)-e 

H 



X r N- C-0-(CH 2 ) m 

o 




77y*fctt^OP^^y«f 2 0°C- 1 OQWUSk 
T°%foZ#xmU ^(If): 
Cft2 5] 



NH-COZ 



(**U X., in, RMo<fct/Z{i(I)T'$£1-§i:fc«? 
COO l 9] d)R»#75 F-(CH 2 )m-C0NX, X 

*mic£z>?7V-jim&, r^y 



(10 



3KiS«/"cfc^tf7;l/*/-;l/©#ftT$fctt^4Tx 2 
0-1 2 0iC<Di^T'K££tf3cfcK£!)fiit-f3: 

[ft 2 6] 



X 1 X 2 -N-C-(CH 2 ) m 

o 




NH- 



(VIII) 



XI* 



X!X 2 -N-(J-(CH 2 ) 



* vy 

II N 



NHCOZ 



(Ig) 



(^ X., Xz. m, R.t j3«fctfdTSfc£DZ(i(I)fc 



[0 0 2 0] e)R»tf75yg-(CHz)iii-NX, X*£ 

(vni)o±a©75FS^ *^fk7/i/*y&«, m 



[ffc2 7] 




<Dffc&WI6ft3o (I X)£ZC00H-e7i//Wtf * [fc2 8] 

St, S(I h) : * 

XiXj-N-fCHjJm+K s .NH-CO-Z 



(Ih) 



[00 2 1] f)Rv^*;l/>t*^-h-(CH 2 )n-OCO 

OX,(^ nl3£tfXilta)ia3ttZtmtW%T*& JfiS, h'Jxf-;l/75y$fcttt:us;y<D^ 

3)£Hfii&> *56WfcJ;S^77-;WStt7/l/3- ftTSfSS-er, 5£(Ii): 

/l/&(Ib)fr£, *nq*;M-h: 20 [ffc3 0] 

[It 2 9 ] « 

X l O-C-0-(CH 2 ) NH-CO-Z 



R / N 

RlV (10 



X>, ok Rn *>J;tfZtt(I)T'fl!5rr5t*>') 
[0 0 2 2] g)R., fciO'Rv &?7V-jm<D 4 fiT' 30 
Cfk3 l] 

/0-(CH 2 ) u - 

<V«P ~ ^ 




K*, (Xp)npfe«fctfuti( I )T*^-r5tt>0T'fe 
Hfc3 2] 

40 




<04>ia£j£8l4-7n*-2 H-i/*t Hp- 3,4 - 

[ij-^yX^-trtry-5-Ji-Mi, G.7ty^^ 

y?>, C.R.Acad. Sci. 2 5 8#4 5 8 3M( 1 9 6 

5^)£¥UTtDi?-3;5£: 

Kfc3 3] 



(X) 




02-75/~4,5-v ? t Ko-[5,4-d]-^7V* 

fiS*T«fl:LTWeu ^>T'7^;HkU> 3: 
[ft3 4] 

.S^NHCOZ 
N 

DJ 

(Ij) 



[0 0 2 3] h)R»tf75/S-NX2X«(5*;'^ X«fc 
WL3 5] 



50 



(12) 




(XI) 



(X I)<D{fc£%fi, J .Chem.Soc. 1 1 4H(1 9 4 7 
[fb3 6] 



# M¥ 5- 1 5 5 8 7 1 
22 

ttt3 8] 



XT 



'IV 



(XT) 



. XT 

k IV 



NH-COZ 



(5£«K R.» tt±ET«3&r*fc430T*0, Xtt(Ci 

-cs)7;i/3*->*^)o4js»m cn**t± 

[<t3 9] 

T 



XT 

IV 



(Ik) 



»&nfcii«fkBijw*:fe7/u*/-;p* 2 o xfrttm 

[ffc3 7] 



20 




N 



(ID 



R 



(Sf, r.v *<fctfzi4(i) , p«si , r*fc*0T**), 

X liBij^<0( X T ) T'M^-r § t> T*£S)©ffc#fe| 
( I n)£tcl±%tlP><Di&(D 1 S^5o 

[o o 2 5] sex r )<?>fk^i«ff«^(f ffl&sarc 
cnt)*fc*fBw©iwe*s. s&zcoohs; 

fettZ'COOHfcttBBnofeOfeftDs OTc^OA 
¥ nTflgiS: & <D & § ; ^©flS© & ©tt&OKDft^fclg L 

*T*ttW»Z"COOHt*-rsS: 
[fb4 0] 

(X i } ni_ f^^n r.^COOH 



X*. Xi, R.T fe«ttfztt(i)-ea^i-5fcfe 

-Sfctt, 757NHX 2 X < T^U %^T'?7V- 
>UD 2 fift*7S//Wfrr$tf, C©2£j£ttHUJ$<0&#£ 

[0 0 2 4] 0"Rt*<JS-(CHi)b-X(S^ m=0fc 
J: O* X it ( C ■ - C s ) 7)1 n + ~>S£#T ) 
*hS-r52-75/f-77--;Mi, ffiSfc<fc97x:i;l/ 
±T*Sft;*tiT^T t> cfcv> 2 -7ut- 2 -7/1/3+^ 



30 




(S*> R, fi7;l/3+^*;i/jK-;U7/l/+ uym*m 

£f£>S 4 

[ft: 4 i] 



(13) 



23 



COOQ 



R 9 Hal 



I 

H 



< X i>nt 
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COOH 



(5*tt, Haitian y>JSi7£SU Q(i^y^*;l/g^ 
St)<?);&£;£ffl^TiBI-e Z Z> 0 
[0 0 2 6] K^4<D^yi/j^X7"Mtm^m 

SSSgSttft:^ l ®mZ: 

- l , T 5 ^y-;l/[-»'-t-^x( S 
ynthesis)8 3 3H( 1 9 8 2^)#BS] 

- 4 - i/* 5 / If U i/y<Dftt£V N , N - 

- y 9 ' ^57. h U— (J ournal of OrganicChemis 
try) 5 5 #4^1 3 9 0H(l 9 9 0¥)#!&l 
-*yV h U 7 7 "J /l/**^ h 'J7(^f/l/7 5 /)* 
x*x£A • ^7;Wn*X7i- h [S/y-b-s/ 

X(Synthesis) 4 I 3M( 1 9 7 7 *F)#JB]©fip£TT* 

fcf^^;l/fr>/l/.k7S KSfctevo* h+^x^yr*S 
§ ; 1 5 °C - 8 0 X<OM& Tif 9 o 



* [0 0 2 7] N-7/b*/Wt:Lm '>ft<tfelS* 
7;1/3-;l/$7c(i^^;l/Jh;bA75 KfciSjBLfcx;* 

fto^tt^y^w&feiu^r*. set, zcooh 
*), cftSfc&SLfcjgagz'cooHT^sotffiF 

[0 0 2 8]f*fe^ 8»*(I)Kff> Zti: 
[ffc4 2] 

< X i>nu 



(Xj) 



ni 





G&K (XDnittBrS©! 
f-77-;l/^: 
[ft 4 3 ] 

COOH 



(XII) 



(S<K Q'ttiiS7 5/i?*<y7U>^fSr*NH 2 <0 * [ffc4 4] 

- COO( t - C 4 H 9 ); C 6 H 5 CH.-O-C- ; CH V C-, 
4 9 6 5 2 |( 3 y 

O O 



mziivfv yyii&Tmtizvc&fafrhw&T-z [ft 4 5] 



25 



(14) 



^¥5- 1 5 5 8 7 1 
26 



R 




(XIII) 



[0029] ^yK-;i/*;i/^+v';i/Blz"C00H(^ iDtBifSo 3(i)©{fc^©^fc{ii£S©«& 

(f. R,fiCOOC(CH3) 3 $^{iCOOCH 2 C«H5T' li, im©£j£T«fdiiIS£5S:( I )<Dit&fa<D®m 

t -7^/u • isiifrx*- btrc&^yiSfr icmkbrmm^ mmmmfoKT®m<DMftm 

. £pn*/M-h£Z"C00H(iW x R, = H)£, $/c«I^J<DiiM^ «£¥8iT5o 5£( I )<Dfb£$l 

z"cooh(^ R*tt7*y>mv&%m. mmm \~vyftm\T*&% 0 
^mmivm^vcoowm^, R,=Hz>$>z>)t, 20 coo 3 2] cck \%%mcftt%ffifa&&, jy 

CtKAOSBretSo 5£ZCOCl<DS^fl:»i, £ ciences)3 7g2 6^2 4 8 3-2 4 901(1 985 

<o m s o c h ttdt p o c i, *><};D*p 2 o 5 <du£Voz micmmzftx^z; cvumt. y v mmot^'y 

iaSTS*S«-frSiii:CJ:0*!iSt?*So ilI£tSCfc*^tf:fflfflBgMljBjK(^y^^Hl 0 0 \i 

[0 0 3 0] SZ COO Y'\ V C.00Y"3:fcttZ ,, C g/nl)£MgCh(5mM), h7~>y(0 . 1 mg/m 

00Y"OjS14xXr;KD*T\ Y"tf : 1), ^f-;l/7x-;M^^^I/*y»7-y3Rfbtt(0. 1 

[ft 4 6] mg/ml)£#lrf 5 h U Xttmi fS(5 0a), pH 7 . 



fc, P'\*->;l/*y|/4W = KO#ftT, [0 0 3 3] Cti?.<D^ftT. SS££5 0%ffl^t3jl 

t;I/-^7-7^U*y-y^*;l/- 7-9-xr-f-(Jo S(I C» )H\ *5Bfl©fb^*-p l o" MjfcSTefctK 

urnal of American Chemical Society)9 3#6 ^<ti|>)IO"'° MT'Wo CCK BSSfttdtf-fS 

3 l 8 - 6 3 l 9M( l 9 7 l £)tC$8££tlfc?j&K:*P 8Slttfct h©j£«*^**- hfC#£"f 3& 

UTSJS?-frSft\ Sfctt 1 — ?y7f-77U;l/**S/ 40 RW«S*fr5©3-Kfl:CCK 8S©fift£, CC 

HJX(>W7b75/)*7.*x7A • 'vHJ^/M-n K A§SttO«£fcEIC2Fft*ffl^5aV IgfijHftt* 

*X7x-h*'>y4r'-^X( Synthesis) 7 5 1 -7 5 *y/^g6 0 0 /ig/ml£MaC 1( 1 30nMX MgCh 

2HU 9 7 6m\C.&£Zftrcl3mizmC?fc&-$-1iZ> (5mM), EDTA(laM);l3<fctf/<S'h7$'>(2 5 0i 

C&fc J: 9 !!£-?$&. 7^7^77-;l/(II)i:g14fk g/«l)^#HE pH6. 5 fc#fc^rr§ 

tt*«ttf»So?S§ttfl:©St*5i;T3HRLfcttS©jS!8 l o~ 5 M©«fit\ £T<D{tS» B§gttfr5S§S 

»S L < h U xf-;l/7 5 y©<fc 9. ftC C K 8 S <Q 2 5 %«±^rS^!tS ; I C» tf#J 1 

fc=ft7*y©£fiET. ft?£}ltfT*2Z;mimi O"* M<D*><Dk&3 0 

T0^C-3 0'C©iajtT*ff9 o [0034] {JtA,£<DCCK Bg§<*-&Mft{fc£ 
[0 0 3 1 ] S( I )<D{fc^tf Z*fc*;U#**;I/«|t 50 fcfltfX h U y%®#£mZffiQ®%. WTtEtt-T 




30 



44>2 51CTM0^ 3-FftCCK 8S(200 

o c i/5 y t/k ini8*5 ommm)t*&xsmm 
wmvmmmfrr, ummz; 4 o^t 



(15) 



-15 587 1 



27 



28 



ZJj&k&KXmftLfCo C0£ffi<0JggttJ.Recept 
or.Res.3#5^6 4 7-6 5 5H(1 9 8 3«f0fc£« 
*nT^S;t;I/€-yhWl»*NaCl(9 8BMX KC1 
(6mM), NaH 2 P04(2.5aiM), t;H-K5i 
MX CaCh(0.5inMX MgCh(lnMX 7)ln-X 
(1 1.5oMX WSXliM), Vi/7)l7z.y 
(0.4g/l 0 0ml)##HEPES^®fg(2 4.5m 
MX pH=7.4*K 3 7°CT'9 0^ 7JWC*3- 
KffctfX h U y ( 2 - 1 7 ) ( 2 0 0 0 U 7 0 

Lfc;2H#MSS££;tfX h U >(2 - 1 7) 1 n M©£ 
fiTW^Lfco *»W©{k^«jO I Cso t± 1 0 5 M— 1 

[0 0 3 5] *58W<D<b^14H4C C K©§g#:{c(iLT 

h DTWUfcHK <fc 5» 7 <y r-HJilfflllS© C C K 8 S ifij 
»KJ:*757— t?#&©IE»£, y>-^;U • *7 • 
/W*D^;1/- ^5X MJ-(Journal of B iolog 
ical Chemistry) 2 5 4# 1 2^5 3 2 1 -5 3 2 7M 20 

(197 9*){c«§?nfc(t;i/t-y mmmmzm^ 

TV>3 0 it£%0) ICsotilO^M-lO" 9 MX&% 0 
g&#|fc{± % v^xtfc^T^y • tf#T\ CCK A 
»S*K»tTA»*«Bitt**r«fl:^*tt» CCK 

7^7 • +r^xyi/X(Life Sciences) 3 9#1 6 3 

i H- 1 6 3 8H( i 9 8 6£)fc«§sn*£8re, is 
0iLfe;c©j:afc:ftSSnfcED»Q (5 0%W$i& 
4fi) tt, H«WfcgE£]©;tfX h U >im 30 
5 K©E D» <fc*)fcffil\, 

[0 0 3 6] tn&CfcaftttfcS D*tt#3l<fcvvo 

ifcirt; Cft6©^7f-F©31ft$©, SfctiCti^tf 
§ y 3g©lKiWW©IS*4 U § 41 

3W£©Safiffl©g^q H n£ Itffll^L ttfX%% 0 

ytf^i* • # y ♦ #x h U > • 7 y K • n u^xf^ 

— yj (Proceed ingsof International Symposium 
on Gastrin and Cholecystokinin") 1 9 8 7^9 40 
£7-1 1M-J.P./^U, J .Vrt/f-^yyfi-x 
;l/-fetf7 • tf-fxyx • / VJ^—>3 V.tlB^ 

sns, c c Kfccfctftfx h u yfemicDthmmm 
®%*micm-5£ttfz<zZo torn, cck©* 



(id 



:Rl-H:R Iv .-^^- 



[0037] ioa^ft^xhyyjSJBWtLT, c 
n6ttMW©fflW3J:tfm v*-U y#- • xo y 
yS«l»©«i«» «nJH©Gaig©iijgj«©«i«k:, $ 
fett&ft Wfe L< ttli©asttB*©S#k:WfflT-*5 

9 0 Assfttcwf s«£©n uyx v*-y%m\<o 

- 2 - [( l -iiA/tti/tl-A/- 2 -4 y K U;l/)*;l/ 
5 7 ] - 4 - 7 x -;!/- 5 - 7 -tr h * S/ x^;l/ 

-2 -[(2 — fy K'J ;l/)*;l/^x;l/7 5 7 ] - 4 -7x 
x;l/- 5 -7-fe h*yx^;l/^7y*-;l/ 0 
[0 0 3 8] #Bi|ifu«fc*E3SffiH\ '>&< 1 o<D 

S( i )©fk^ft*rcHEHWfciiFS*n^sK*rcttfi 

gfc«fc$*n©Jfi©lo£ % 0rM££Dj£P, 

5 fc»©)im©iOB9j m&&t> 

#T«ft;*ftSo fi#l(i£#f©tt»l3<fctffi»g, ffc 
£tk #tffciS#ll8&fctt#-f*o jSA©Hpt*2 0- 
1 0 Omg/B, &#T*3- 1 0igtf-|R«T?fc3o 
[0 0 3 9] #fgB£(c<i:3IS^ffiiMtJli, Jlp&^ffl 

mx\ trcmicmm, mmm^h^tv^mmx^ 

tSCfctfTtS. #gpJS5T*fi» *f8W©fflS»ti 

ti^u-A, mtLxtrcimmmmrnxmrn 

[0040] &Tf*%ias^x. fmvmmMis&xfjS. 

m.pAt^Mmxm&Lrc, tm%m (nmr) 
^ biiZT-hyt^nisyyzmmtLxmmLfco 
mm a 

5 - ( c h 2 ). x , mxmmnrc z-r^/^rv 
->i 

2-757-4- (2, 4-y*^ h + y7xx;l/) -5 

-^y>7l/f-77*-/l/ 

[ft4 7] 



OCH, : R, 



-CH 



OCH: 



29 



A) l-(2, 4-5^r-4 1 '>7x-;l/) -3-7x- 

*7- trji/i'Jl-'rZXbV- (J. Med.Chem.) , 
1 9 8 5^, §12 8#, 4 4 2-4 4 6MI2mcD7U- 

B) i-(2, 4-^ F*->7i-;W -2-ywe 
-3 -71-/1/70/^- i -*y£3tffl77#«9, 
^no^ * y * fcttHJSflJSB© «fc 5 ftftittiTjyR 

[004 1] C) 2-757-4- (2, 4—>*7h* 
•>7x-/l/) - 5 '-• * > v*-;l/ 

4 . 3 5 g *±SS-efiJSOMSKftSI## 1 0 g * 



(16) #BB¥5- 1 5 58 7 1 

30 

*fcjta*.1\ 9 5° x*/-;H oOmlfcJBJKU SfS 

ss«*3i$Ha«rf*. kiS}«*«st»bl, $1 

%i/Zuut$yicm*). Na 2 C03<D^fiI^T'gfc^ 
f3o S«l**S*tLT#ftU MgSO«±T*f0ll 

m=7 . 1 0 g 

Bj£=2 0 2-2 0 3°C 

[0 0 4 2] ±Efc@tt©»iii£J:t>* WTO* 1 £K 
io ^•T2-75y7 L 7y*-;^jg-r§o 
[3U] 



X-(CH 2 ) 




X-(CH 2 ) m - 


r 4 


r'4 


m.p; "c 


c 


)-CH 2 - 


-OCH3 


-OCH3 


1!9 




-OCH3 


-OCH3 


163-164 






x OCH 3 

1 


-OCH3 


-OCH3 


162 


1 






-OCH3 


-OCH3 


121 




^OCH 3 










-OCH3 


-OCH3 


176 


OCH 3 








Br 


H 


H 


107 



[004 3] taiB 

5ffi#-(c h 2). — c 0? Xi -mm±-(c ho. - 

C H* 0 HgT*g&£ftfc 2-75/^7 
A) 2-75/-4-7x^;l/-5-^ 



(II) : R. = H ; R,y = -CeH 5 ; R,= -CH* 
-COzCHj 

E./»K?H , * , W-*?i*-y*If<G. Chem. Sco.) 19 4 5 
fp, 4 5 5Mt<t»3i!jiLfco 
50 B) 2-757-4-7x-;b-5-t Kn+yx^l/ 



31 



^77*-;b 

SffS. 7k2mU iSNaOH 1 m I $3<fct/7k6m I 
U O-^TWttHfcr* V h U M g S 04 T*£ji * 



(17) ^¥5- 1 5 5 8 7 1 

32 

y/tzz-fr 100+3 (S^tfc) » s/y*yA/± 

»j£= 1 2 1 °C 

*t 2 - 7 5 7 ^7 '/-/l/fc«ifrf 3 0 
[S2] 



T - (CH 2 ) m. , s ,NH-, 




coo4 5] mc 

[{L4 8] 

-(CH^.-O-C-X! 

O 



T 


'4 


r*4 


m 


ID.p; « C 


-CO2CH3 


H 


■H 


1 


231 


-OH 


H 


H 


2 


121 


-COO-CH2CH3 


H 


H 


0 


175 


-COO-CH2CH3 


H 


H 


1 


162 


-COO-CH2CH3 


2-OCH3 


4-OCH3 


1 


I17-II8 



30*a£fcti-(C Hz). - S -X, ST*!$£ftfc 2-75 
/f-7V-;l/ 

2-757-5- (1 -7^yf;l/- 1 

[{1:4 9] 



(II) : R x = H; R IV = C 6 H 5 ; R v = - (CH 2 ) 2 -0-C-I 

i 

O 




A. 4 - ( 1 -rPvyl-frijjlX-j],***/) - 1 - 
7i-;l/- 1 -7$y 

1 -7#^y?ji'j]ji$ym.<D*i/VLmz 1 -7^v 
yf-/i/*;i/*y» 1 2 gfc«fctf»tr>">A 1 0 . 9 6 
gfrt> -»-+/!/ • *7 • */l/#->y £ • ^57. h U- 
(J. Org. Chein.) , 1 9 7 7^ 42, ^8#, 1 2 
8 6 IK J: fl&nrctt*DMF7 0mltc 

»1BU 4 -3- F- 1 -7xx;l/7*y- 1 -*y 1 

THHU »5%Na 2 CO I »SISU CH 2 



fflktZo ztizm&wtiMu mm-, c 

H 2 Ch, y;*y;l/±T^PVh^77tCMtSo $ 

[00 46] B. 2-757-5- (1 -7^yf;b 
- 1 -ftjl/X-frtti/^Jl) -4-7x-;l/f-7V 

±ET-«igLfcfl:£ft 1 0 g*C C h 100ml imm 
tZo CCU 5 0ml WcmmLfcm 4.9 g*jta 
50 ©SJg^R*3 0iMafifl!Lft*^ttS'r5o en 



(18) 



5-155871 



33 



34 



&7kT>m u %wm*T*i y v u Mg s o< tmm 
u nu MQTx*mmz>o mm 9 5° x*y- 

71/ 5 Om 1 ifEiS, ^^*3 . 9 g£$$fcjta;t, 



m= 6 . 8 g 
«jS=1 6 7^C 

COO 4 7] ±EtP«6©^ffitcJ:0, tXT©ij53^c 

2 -75/f-77-/l/£tBSf S„ 
[S3] 



X r C-0-(CH 2 ) 2 




*I 


ra.p;°C 


i 




CH r C — 
1 


109-110 


CH 3 




CH 3 






129-130 


CH 3 




OCH 3 






147-149 


0CH3 






190-192 


®- 


107-108 



[00 4 8] «&D 

5fitA\ -(CHe).X»? (iW\ X(i-NX,X 2 T*& 
0, X,=X, = H) Bft^tlfc 2 -75/^77-;!/ 
2-7$/-5-7 5/xf;l/-4-7xz;l/f7!/- 
;l/<D§!ii 

(II) : R. = H ; Riv = -C 6 H 5 ; R,= -CH 
? CH 2 NH 2 

A) 4 -7£/M' 5 K- 1 -7i-;l/7^>- 1 -^-y 
4 -3-K- 1 -7x^;U7^y- 1 -*>2 7.4 g 
fc7*yUl'5K*y'>A2 7g*DMF 1 00m 1*7? 



1 2 0 °CT* 2 4 Rftlbl&f 3. DM F T^iWi 
^x^l/T'ttffit^o WW^rftyhU MgSO<± 
m= 1 1 g 

[00 4 9] B) 2-75/-5-7*/M'5Kx^/U 
-4-7x-/W7-;l/ 

±ET'«i6 Lfcfc£tt 9 . 6 g £ C C 1« 5 0 m 1 fcitf 
CH2Ch8 0m*ICj8»Fr5o C Ch 3 0m 1 
5.6g<DfS»*^OiS»t«rFLooiD*5o £££ 



(19) 



35 

£$l£zkT8fefrU £«JI£MgSO.±T*£liU m 
U K^TT-jg^T5o £§ii£x*7-/l/7 0ml*K 

DfritU x#7-/l>T-jfc&U 5%Na2C0 3 /xf- 

•So 

m=8 g F = 2 0 8°C 

C) 2-727-5 -7 5 7xf-/U- 4 -7x-;U^7 
7-/1/ 

±^T«L/c4fi)ctl8 g£&7j<x£7-/l/ 10 0ml 

bfct H7^y*ft» i . 5 g-ewr s 0 s 

fflfcomafc <fc o ftttt u 7 2 5 
OH<D»c<fc07;l/*'J14lct, ttiHfe&MriBU 7k 
m=3.7g 

&S= 1 3 6-1 3 7°C 

T-(CH 



10 



-NX.X 2 T*fe 



*20 




#ffi¥5-l 5 5 8 7 1 
36 

[0 0 5 0] $B§E 

5m\ -(CHi).XH (5£fK Xli 
0, X l =H^<fctfX 2 =-CO-CH : 
2-757^7*7-/1/ 

2-757-5- (2-7^/1/757- l-X*/l/) 
-4-7xX;l/^77-7l/ 

(II) : R. = H ; Ri» =-C« H 5 ; Ry = C H 3 
C0NH(CH 2 )- 

M)x^/l/75y0.7m 1#£eT. THF60m|fp 

ic mm l tc & jg^ d k «t o m $ n & 2 - 7 5 7 * 7 7- 

/M g£THF 2 0m 1 ^fcffilBLfc&zkBRO . 4 4 
£TX°'mt%o «a*5%NaHC03»»-eiJlc»U 

m= 1 . 1 2 g 
i!^=2 0 8~2 0 9 o C 

[00 5 1] H3gDl;:<fcDif?>tl7c 2 -757^77- 
/l/£®fflLT, 8fiSEKIB«©S!Jgj£*fTdCltfcJ: 

[«4] 





ro.p; "Q 


3 II 
O 

CH^ 
1 3 


157-158 




CHi-C-O-C-NH- 

3 I II 
CH3O 


mm 


CHo-CH-j-NH-C-NH- 

3 2 II 
O 

CH V CH 7 -NH-C-NH- 
3 2 II 


I7l 


I5l 





) 



37 

CO 0 5 2] HiiF 

2-757-4, 5-S?tKD- [5, 4-d] -f-7 

7-;i/- [i] -<yX*tt\zy 

[fc5 0] 



(II) 



A) 4-7a^-4-2H-3, 4->*tKn- [l] 

-^>X^-trt!y-5-^y^G. 7*yx-7, 

P. 7 7 r, C.R.Acad, ScU 1 9 6 4^ % ^2 5 8 
4 5 8 3H(<:£DHig-f3o 

B) 2-7 = 7-4, [5, 4-d] - 

COCH 2 Br 




(20) mmS-\ 5 5 8 7 1 

38 

*f-77-;i/- [i] -^yX**-trt!y 

Wi<il2.0 5g£x£7-/H 0 0 m 1 ftycnMfc 

Lrcmitmrntk 0.027 ^^tcsn^. 3 0 3 
^i^tt^o x*7-/i/*!nu m&ummt 

ai^Na2S0 4 ±T'^jiU i%u ^-r^o afe 

IS H B B 2.4 g£i#3 0 
H!^=2 1 6°C 
[0 0 5 3] HjIG 
10 5m\ -(CHz).-xm (ft*. m = 0*3j:0 : X^C 

■ ~c 5 7yi/3^^ssrc{i>'Noy*y^-r) -eajftsn 

£2-757^77-/1/ 



Ut5 1] 




COCHO 



HO-N 



^ C 2 H 5 



C 2 H 5 




v^-- f/l/ • *7 • */l/#x>y^ • y^xh'j- (j. 0 ^ig2 
rg. Chen.) , 1 9 7 7^, 2g4 2 (4) 7 5 4H1C [{b 5 2 ] 



COCHO 




a-Si-(CH 3 )3 
— —I 

CH 3 OH 



OCH 




7~\i OCH 3 



i/y-tzi/X (Synthesis), 19 8 3$, 2 0 3M(d2 *I*S3 

★ [fb 5 3 ] 

OCH, 



CO-CH 




OCH- 



CH 3 COBr 




OCH- 



V-Y-tJl • *7 - ^57J/l/- y+l-Xx-f 0. Chem. S 
oc.),/^*y K 198l£, 2 4 3 5MlCfa$ 0 
2-757-5-7 h+i/-4-7xX;l/^-7 x 7-;l/ 
[00 5 4] (II) : Ri=H ; Rn = — C 
«H 5 ; R.=-OCH 3 



50 



2-70^6-2-7 b^-i/- 1 -7xx;l/x^7y 1 
5.6 5gfc<fctf^*gcfft5.5 2g£7*7-/l/7 0m 



(21) #BH¥5- 1 5 5 8 7 1 

39 40 

mmskL. auiu m&rr-mtZo v? * m= 9 e °c 

ne/l/x-T>W5?IISIIft*S, [*5] 
m=7.5g * 

£5^ 



H 3 CO 




XT""' 



r 4 


m.p; °C 


2-Cl 
2-OCH3 

4-CH3 


72 
159-160 
112-114 



[0 0 5 5] fijgH 

■< y K-^*ii/*>K©ttfi 

A) 1 - t F-;l/ 

- 2 - 

a) h'-;l/- 2 - h 

N, N* -#;l/#x/l/>/V 5 2V-;l/ 5 g *Kjftr F 7 
tFP75y5 0ml(MyK-/b-2-jb;l/#y$5 

^a-^3.7g*jta*» asg^ft^^oigiSjaftT- 

«*lNNaOH»«n?iJfe»U (EttU 

Hft3S«*>ry7D/v-/i/<p6?i»« 

fSo 

Uj£= 1 3 6 °C 
1R^=8 5% 

b) <iy*Jfc- l - 1 -7h*y#;l/*x/M^;M'y 
F-;l/- 2 - h 

gflffffl^T 0 °C~ 5 X<omUX\ TlW 8 0 %7fc*fkt 
h 'J (0 . 0 7 5*;!/ ; 2 . 2 5 g) tyVS-O? 40 
*^;l/*;l/A75 F2 0 0ml •tM'y F-;l/-2-#;l/ 
#*S/U-h»» (0.0 7 2*/l/; 1 8. 1 8 g) fcita 

*.S 0 !g£%£SfcBLT, muicmmitb, 
1WMBW*. W t-7>;l/7*o*7-trf-b 
(0.0 7 2*/!/; 1 4 g) £1 OTT'iSTLOOjta* 

U 8**5. 3.8g^>VV7*Pt!;l/X 



m&=9 5°C 

[0 0 5 6] c) l-t-7F**>*/M?-;Mf7M' 
y 2 

±£Ti#6n/cXXr;l/ (0.0 6 5*;!/: 2 3.8g) 
£x £ / -;U 4 0 0 m 1 t z/* ?>1*)IL7 5 K 1 0 0 
m 1 (DUGWiWcffiBZitZo 5 %mk±/*yi?*rL l 

5.3 g^#So 

»jS= 1 7 7°C 

[0 0 5 7] B) 1-7-bf/KyF-;!/- 2 



Jfifc^i^y^ ^yK-;i/-2-#;i/#y$ (o.o 
6*;l/;i0g), h'Jx^;i/7^y (o.i 5^;!/; 

2 1 .2 5g) (0.0 7 5*;l/; 7.5 g) 

J;tf4-> 7 ^^;l/75ye , J^y (0.0 0 6*;!/; o. 
8g) OS£**£fiTl 8^M#-TSo ^-cas 
P H - 2 ©Jg»iK©*iS*k: ft <*o Lfctt 

£tfS 0 i-7*^;l/^yF-/l/-2-#;!/#y&<D2 
HiO^^^aJS-rs. 2B#0£jfffc£H6£L 
T> ^-^afeOlSHS: 9 . 4 g i#So 

a&= i 6 8^: 

[0 0 5 8] C) 1 -^syi/*;l/^-*i/*;l/tol/75y 
-<yF-;l/-2-A;l/^yK 
-< y F-;l/- 2 - *;l/# y m 8 g £ a a * # y i 2 
OmlKJSjSPU hyx^;|/7^y 1 OgtA-i/*? 



(22) 

41 

U K 8 . 5 g * 5 V <fc 0 fit *S«T*BT b -J-om 5„ 

£ft$?x^;l/5 OOmlCliD, OlfS. 
TW8U ^DP^^y5 0mllC|{§, 

m=2 . 4 gifrtfc 

NMR (DMSO) : 5.38, 2 H (s, CH 2 -C 
6 H 5 ) ;7.0~8.O, 10 H(m;Har) 10 
[0 0 5 9] D) 1 - t -7<f-Atf*i/iiA,$=.A/>(y 

5>- t -7f-4/S?*;l/#*— h 6 g<DfM3 0m 1 £\ 
7-fe h - h 'J )W X J y K-/l>- 2 -*)l$y& 4 g <E> * 




H 



Rv =-CH 2 -C 6 Hs 

tBiffi A |c J: *) ±mx*W&2tirc 2-757-4- 
(2, 4->7F+^7i-;W 
~jl l . 9 6 g, l -7-fe^/H' y K-/I/-2 
^Kl.2 2g, hUi^U75y0.85g43«fctfBO 
P 2 . 9 5 %*i/*=J-bt^h7 5 K 2 0 m I 
•f§o SfSg^tl^^ra-?:- 2 4 U p H = 2 © 

m. 7K 5%NiHCO,®mt5£Xf7kT°m%mftb, M 

gso^-c^jiu MQTwmz* mm, mm 

j&: -;^DD^y/||if;b 9 8/2 (v/ 



«fPB¥5- 1 5 5 8 7 1 
42 

M30mL FUx^;l/75y4ml43ctU r 4-^ 

^i/y^/ifu^oMg'sjrFLooAnSo ^® 

-So 

l l 7°C ; 1K$6 6% 
|R*= 6 6 % 

[0060] mmmi 

2- [ (2— fyHU;W *;I/#-;l/757] -4- 
(2, 4-^h+i/7xZ;l/) - 5 -^,yV)W7 s J 

[ffc5 4] 




OCH 



#L&#'£n 7^/-;P8 0m l^Na2C03 3gT'© 

m=0.9 7 g 

ii£=2 0 lT~2 0 2t: 

[006 1] WT<0^6*Kga«<D*^W©{k^I^P 

ttfcWfrrs. 

[*6] 



43 



(23) 



#F^¥5- 1 5 5 8 7 1 
44 




NH-CO-C^ 




No. 


R V 


ra.p; °C 


2 




225 


3 




LI I 








4 




262 


5 




225 








6 


o 


283 




OCH 3 




»M7 


* (I) : F 


t»=-(CHi)2-0H i Riv = 



2- [ (l-t-7b*i*'tl/l$=->l**i/*?-)l-2 =H; Z = 
— CyKU/1/) *;l/>tol/757] -4-7x^;l/-5 Cfk5 5] 
- 1 F o * */x.=f-)W7 7-)V * 



(I) : R 7 = -{CH 2 ) 2 -OH; R IV = -C 6 H j; R x 




CH 2 C0 2 C-(CH 3 ) 3 



£ 2 SK 1 - 1 -y Y*t/isto$=.tM y K-/U- 2 

-*^/#>S2.7 5 g> hUx^;l/7 = y 1 .4 gfc\fc 
tfB 0 P 4 . 9 g£v^/l/*/l/A75 F 1 5 m 1 +fc 



Amu mm^fimcmt^o jg«%s%NaHc 

+ 0.5 (v/v) , S/y#y/I/±*avh?77-f 



45 

mtz (ofc<fctfN7s/;WL m&=7o°c) o mi 

m=1.2g 

lfe^= 18 0—1 8 1°C 
[0 0 6 3] *fiS0»J8 

(I):R 1 =H;Z=j[--J^ 
I 



(24) #^¥5- 1 5 5 8 7 1 

46 

I *2- [ (1 - t -7h*i/*Ul'$->lt?-)l'-2-'{y 
K'J/!/) *;UtoU75/] -4-7x^/1/- 5 -7-tr 
K*i/x^;l^77-;l/ 
[ffc5 6] 



IT 



CH 2 C0 2 C-(CH 3 )3 



= -C 6 H 3 ; R v = CHj-COO-(CH 2 ) 2 - 



±12T*ia£ Lfc£jjS$3 0 . 3 g £ M U 5 m 1 
®-T5o »7j<^ 1.2ml Kfom&yazmu 

x—mm So jg^i^ p h = 2 <o >j y^ffi^tca 

^^McKSo $$£5%NaHC03iMm&ffi# 

u f*yf-'>3Ma^iL > £JD§£Mgso« 

-/^nn/^y/Slxf/i/ 9 8/2 (v/ 
v) , i/U^^r;l/±^nvh^7Y-{cj;0^-r 

•So 

m = 0 . 1 6g 



(0 



R, = H 



*-jgO : " 



-*NMR (DMSO) : 1.48. 9 H (s, t-BuO 
2 C) 12.00, 3 H(s, CH 3 C0 2 ) ; 3.2 4, 
2 H (T, J=7Hz, CH 2 ^77-/l/) ;4.3 
0,2 H (T, J =7 Hz, CH 2 OAc) : 5.4 0, 
2H (s, CHzCOat-Bu) ; 7.2-7.9, 10 
H (M, Har) ; 1 2 .8, 1 H (s, NHCO) „ 
[0 0 6 4] nMM9 

2- [ (1 -itJUtf-Wf-fr-Z-sCyYVM Kb 
20 tol/75/] -4-7x-;l/-5-7-bh*->xf-;l/ 
*77-/l/ 
Wb5 7] 



jy = C^H^ ; Ry— CH-j-COO-(CH2)2* 



I 

CH 



2 C0 2 H 



±iaT«tfdt^tl0. 1 5 g £7^7-/1/2 m 1*5 ★ «jfi=2 1 7-2 1 8°C 

[0065] mmmi o 

2- [ (1 -7-b^;U-2-^7K'J;W *;l/^-;U7 
5/] -4- (2, 4->7h^>7i^;H -5- 

m=0.14g * Mt58] 



*-9-yfeJ:tf^xf-;l/x—f;l/ (5 0/5 0) 



a) 



Rj =H 



OOCH, 



OCH, 



R v = CH 3 CH 2 -OCO-CH 2 - 



2-7S/-4- (2, 4->7h^>7i-/l/) -5 
-x h*i/ft/U*x/M^;l/^77-/l/ 1 .5 g> I - 
7-fe^/W7K-/V- 2 7&1 g, MJxfvP 
75 y 0.7m 1 feci: tfBOP 2.3 9 gSr^DP** 
7 1 5 m 1 fcfcfe£W*MUX*--&mft 



*pH=2 0««S». 5%NaHCOi»«fe<fclf*'e 
mm&U *i«H£MgSOi±T-£ft.U S£TT*§ 
S§-f3 0 Klfc, Kffiifc: **Pa/*7/R»x^;P 



l 0 0/2.5 (v/v) , S/'J*y;b±-p^DTh^ 
77Y-{C<fcDf§i!t£o 
m=l.2g 

HU±> = l 3 0~l 3 5°C 

[0066] tmm \ i 

2- [ (2 — TVKU^) #/l/*X/b75/] -5-x 
h*7*;l/^x/l/- 4 -7xx;l/^77-;U 
[ft5 9] 



(25) 



47 



(I) : Rj = H ; Z = 




= - C K H 



5 5 8 7 1 

48 



6 H 5 ; R v = CH 3 CH 2 -OCO- 



[ ( l 2— OKU ;W A;l/,tw;l/7 5 
/J - 4 -7xX/lx- 5 -xh+i/A/I/^/l/f/ 1 /- 
;b (1 .5g) £§y3iU Na2CO3 0.6g^ftTx^ 

1 o om i icmmtZo m&®}*muT°4 smrs 



* m= 1 . 1 g 
1^=2 4 8°C 

[0067] mmmi 2 

10 2- [ (2—r>KU/l/) */l/#-;l/75/] -4- 
(2, 4-$>* l^>7xx;l/) -5-*;l/jK*^f- 
;l/f-77-;l/ 

Cfk6 0] 



(I) 




OCH 3 : R v = -CH 2 -COOH 



1 otc«fcD±aT*saii*nfc2- [ (1 -7-tf- 

;l/-2— rvKU/l/) A;Ut:-;l/7^y] -4- (2, 
4-v 7 * h+^x-zW -5-xb+^l/toM 
?7l/f-7 0.5 g£9 5° x£/-/H 0ml lc 
igfWU "3V^2N NaOH1.5ml*M5. SfS 

pH = 2WKSi»c*ilPU itl8ft*atilK«fc»)»(t 



OCH 3 

20 m=0.2 8g 

[0068] ±.m<Dmmw\7~i zfc&zmmm 

K73 



(26) ^¥5- 1 55 8 7 1 

49 50 

mm 






T 


m 


R 9 




13 


-CO2CH3 


1 


H 


254 


14 


-i-U2*~**3 


2 


H 


1S1 


15 


-OH 


2 


-CH2CO2H 


131 


16 


-OH 


2 


H 


242 


17 


-OH 


3 


H 


213 


18 




2 


H 


168 


19 


-OCOCH3 


3 


H 


192 


20 


-0-CO-C 6 H 5 


2 


-ch 2 co 2 h 


216 


21 


-0-C0-/e/7-Bu 


2 


H 


229 


22 


-C0 2 H 


I 


H 


266 


23 


-CO2H 


2 


H 


> 300 


24 


-CO2H 


2 


-CH 2 -C0 2 H 


239-240 


25 


-CO2H 


1 


-CH 2 -C02H 


199-200 



[*8] 



40 



51 



(27) 



-15587 1 



52 



NO. 


T 


m 


R 9 


m.p. ; o c 




-CCbCH-i 


■} 


-CH?-C02 H 


202-203 


27 


-C0 2 CH 3 
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A) 2- [ (1 -7-t^;U-2— <y KU/W ] ^fccfcU^Sm 1 4«$U C0 3 0.2 1 g^ita* 

30 U K£TT*ztUST3„ TOSx-r/W^jg-f 3 0 

m= 0 . 4 g 
ji£=2 4 9°C 

[0072] mmm5 3 

2- [ (2— fyFU/W ^;l/#-/l/75/] -4, 5 
— i/fc Ko— [5, 4-d] - 1 H-^7V-;i/-<yX 

[ffc6 3] 



-;l/7 5 / - 4 - 7 x x/i/- 5 - 7 x x/t/7 5 J 
x;i/t+^x^;l/^7 
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•>y *y/u±T^Dv h y^7fcw§. £tfe©iso . 
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T'gfeftf 3 0 x^;i/- 5 - ( 1 - tf^u f-7v*-/l/ 
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;W f-77-;l/ 

^7kx^y-;l/2 5ml ff 2 -75 7- 4 -7i-/l/- 

5-7pt^7v"-;n g*j:tfe^ys;>i.7g© 

U ^ji^7K5 0m I fej:tf3 0% NaOH 1 Om It 
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* y 0 . 1 9 g ZMXMx. § 0 KJMg£ti£lST* 4 1 
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yt<fco#*u Na«soi±i?ejftu h^twb-t 

3o Sl%JS7f<x^/-;l/5 0ml 2.5N N 
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lOOml^Anx., S&fafcrAyhU 
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*$0j5 8fC<kDi!^£ft3^77"-;l/O.5 8g£C KKliSU W«tl£4N NaOH5 0mlT*2iattttJ-r 
H^hlOOmlt^no C Hz C h >f 2 M HJI 5. 7WI£2N HClJSSOSfclfc.fcO't'ffl'frS. ii^ 
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-f$ 0 W£4N NaOHjSffi©»ft«t:j:*)pH5~6 3K 
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